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VXT<D (1) (3) ^^^^JfiL/h^^ffl^^V^^ilJ 

k & »t & iL-2wmmm& * so^> 

&ttfft& #fflJ& £ £ If h GATA-UE^jqifWigte £ £ % 

(3) (i)T'^7tiL-2^^jfei4^ (2) x^&tzmk-\wmmmn*&> 

[»3fcR2] »*JSlfc*JV*T\ IL-2K¥?Pf(IfStt^ bT (IL-2 IC50) tt&ftg 
5eU GAU-m^mm^t LX (GATA-1 IC50) fcfcW&U flWfcJfctfc-r* 

[»3jfc£3] m*EL2KtiM<Dljmz&\»X, (GATA-1 IC50) / (IL-2 IC50) 

*-«{k^<o#J&2*U GATA-1 V*-*-*^**, H hGATA-l»^<^¥ 

[»3fcE 5 ] IL-2 1/ * - itfS W> b IL-2afe^O|K^IM6 A5£«0-3 
78 tf*<b +54<D&i8Sffl*&^ GATA-1 V^-^-itfS^^ b GATA-litteT- 
<^K¥R^^;JimO-3769 -SlSS^HTO^JS-^^^^^^-TSQ 

^^^-^-a^^SAi-ASWftffljffllft^WPhorbol 12-Myris 
tate 13-Acetate , Ionomycin &tfAnti CD28 antibody XMWtZtlfzt Mi 
H&ft*0<ffll&*^-C* •? > GATA-1 V * -at^* & i>WB»# ? t: h E 
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6 * fcttil^S 7 tcgBfiO^feo 

M^tS 9 ] V stf - * - itfSW* ^WV>7x7- -tfit-fs^-t* 2b & » 33t£ 1 

[fflt^l 1] ^ (l) (3) ^^^^JflL/jN^MM^^^v^^ppM 

(1) IL-2«a<&*3B* i £rS!!5&**, 

( 2 ) gata-im e <7>mmm. * $m-r £ . 

2] (1) tf*<b (4) -C«fi5&*tL*jfli/jN««^f^fflO^*v^ 

(1) IL-2l/^-^-M5T-«r^tfDNA#^> 

(2) GATA-l *Ht£5?-fc#tr DNAiit, 

(3) Tm^J<7>l£J^«> 

(4) g^»^^ijo^fflnam 

1 3 ] fff&H 1 0 J: *) *L^JflUl^«^f^ffl^* 
v^HDACiaW^Jo 

im^Ml 4] - 1 0 KUm.<Dj?mz&\<>X, (GATA-l IC50) / (IL- 

2 IC50) -fit^ 5 &±<Dft&W *&tftoA>&MitW$% O^fc V^gaWflJo 

[fjf^l 5] Iff&Hl 4 JC|B«0^feJC^V»-C. (GATA-l IC50) / (IL-2 IC 
50) » § 5 VX±.*7Flr i><D* MR-? ZZbKZQnh tifzit&W &m%)J&fr t L 



ffilE# 2003-3063339 



2002-203901 ^ : 3/ 

[■WtSRl 6] m-$.m2Km f m<D3i&K&^X, (GATA-l IC50) / (IL-2 IC50 

) m& 5 m± £ ^-r *> o * ii^-f & c: t k x y> n h *itziY&m * t lx 
^tfm/h^^ffl^^v^^jqi^j^^*r^ £ t n i i^tt^fi. mm. 

[0 0 0 1] 

[0 0 0 2] 

[f£fe«>«lfir] 

l>±^^^iit|) S '> ^ n x *° V VA (Cyclosporin A, CsA) RZF 

'J AX (FK506) fi> -€-tL-e r tLH#*W-5r>f ^ 7-f V > (immunophilins: M 

£{-rCsA<D^^iicyclophilin , FK506O^(-J\ FKBP12) £ OM^Sril CT, C 

f&tt£Pl#1-&o -?"^f> NF-AT (Nuclear Factor of Activated T-cell)Ofl£ 
U VBMtRJfo&iffitF ^^itCiot^ NF-ATO^rtSfr^MF $ tt, IL-2 *t 

-fsT-^^fsii^M s i t h fix v> * o z.(D£o wtm **-x&<d 
t&izmmztLzz-b&, m%*mm.ft-<Dtem$:mmL, u*%&e,$l&i%bm^<o 

m (histone deacetylase, J^THDAC t fi, jfflflfr&rt-e, tXh>T-bf 

* 'bHDACISSf&te & < # tLT V> & ^ tL £ O * K tt» * 

IL-20M^ia#^tt^^i" y ft;^tf^ttLi3«5 (I. Takahashi et al., (1995) T 
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2002-203901 ^ v I 4/ ( 

he Journal of Antibiotics 49, 453-457 K y^ni/,f r/^^^D'J 

tt^'fb^%(7)4 , tc^-r >\£ (in vivo) \z&^x%titz%WMUmm*7si1ri> 

O^Effi^tL-CV^o fflxJ^ WOOO/08048 IZfflTftZtiX^&XlK, FR225497 
(±, *<D5&t}%ftmmMi / pmfc£^X, m%*&W.frW.%& (organ transplant rej 
ection), gBfcSakfc (autoimmune diseases) 0?j^#J^|fr#J ITffi^ 

^£*LTV>& 0 -ttlbV&B^rplZlt, ife^tt-^M (inflammatory 

disorders), #IBc#! (diabetes), ^^^fte-^^E (diabetic complications), 
^^i^It^-t^ T (homozygous thalassemia), iH$ijgE (fibrosis), fPH^ 
(cirrhosis), ,1lteliu#fi^i46lfiL^ (acute promyelocytic leukaemia, APL), 
Ht&flSltofiE (protozoal infection), 0 (tumor) % t*tfStti&o L^L& 

mm&&$> n , mmvmmm t \^x<Dmm &mMKLx^tz 0 

[0 0 0 3] 

TA-1 (GATA-1 binding protein, GF-1, NF-E1, WiEryf 1 1 knW*VCV>£ 
[0 0 0 4] 

gata-i&±. &fa&mtto&w-mmffimz!$wc&)[zft&ir2> (a/t)gata(a/g) 

n >'-fe>"9-^i£^J^^i-^>DNA^'a-||fi@t?^^o £ OGATAS- "7@c^Jii> 

(locus control regions, LCRs) , T mm%^fc a -II, <*-£litfeT<^> 
^^^^^gj^^^^n^-^^ai^tt-cv^o f/c> GATA 

-l mRNAj±. jmstimMm. '^^Ymm- umm% t*xTmmm.i,x & «9 > #$s 
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[0 0 0 5] 

GATA-lgeStK*^ C4mZny4 >tf-ffi& (C4-type zinc finger) tf2ffi&X 

&fctz>o z.frb<vn%m^--mm\z.ft&tz> , fa7 * ^ Fog" 1 < Fr 

iend of GATA-l) % ^K^B^fc OfflS^ffltfifC, #J«*g8afcS> 

&*M18G&&tf% l h*LZZttfm&ZiiX\<*& (K. E. Nichols et al., (2000) 
Nat. Genet. 24, 266-270: K. Freson et al.. (2001) Blood 98, 85-92) o Fog 

[0 0 0 6] 

©l^ilx?V>UWW^c C<^-9*>> »m«>Sertoli*ffllfeT?*i 

«Hlv»tv>ifctt)*LTV»*o I T^^-^-li, Primary Er 

ythroid fells<Z>$Mfcg£»fcfc«< (A. M. Vannucchi et al., 

(1999) Journal of Cellular Physiology 180, 390-401) , _Lffi2«^0:/n 

[0 0 0 7] 

GATA*^-7^CACC*^-7lC-^^@c^l7& s ^tttTV^^ FWK 
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_h»3. 8kb*^3. 5 kbt)5(:W*«J3 1 7 £^*f<DHSlHJ£ (DNa 
se I«aS&£te«#) * t ^S-e**t#x.e>ttrv^(P. Vyas et al., (1999) De 
velopment 126, 2799-2811 I S. Nishimura et al.. (2000) Molecular and Cell 
ular Biology 20, 713-723)o iOHSI&tfM'tt, GATA^f— yWfflbVrbox ^ 
- 7 lE^lJ tf&W: L /cGATA-E-box^e ^ - "7 7&S£3E LX& > GATA-1, GATA-2fc£*0 
GATAHW SCL/tal-1, E2A (TCF3, transcription factor 3), LM0-2 (LIM onl 
y protein 2) ^Ldb-1 (LIM domain bainding factor-l)& £<D&lftm&% t& 

[0 0 0 8] 

GATA-ia^SrfiHr^tfe-C^ yfTV h Lfc v * * 14, 1 ^atJfiLlWfl&O^ 
^£#^P>EH^^"e^C9Be<Jfc*^(Y. Fujiwaraet al., (1996) Proc. Natl 
. Acad. Sci. USA 93, 12355-12358) 0 g^^^jOGATA-m^Hm^ 

v^t^J^bTV^ (R. A. Shivdasani et al., (1997) The EMB0 Journal 1 
6, 3965-3973) „ 
[0 0 0 9] 

CltLf-e<D#^f». GATA-l^\ mto.^*&mi&<nmfefrit*J&%kK&: 
JtW^SW^feUrv^ifc^Wt-rv^ (X. Tang et al., (2001): CMLS 
, Cell. Mol. Lif Sci. 58, 2008-2017) „ LfrLtttfh, MHMWI©IMfc» 
ffc*fc»fcli, GATA-im^ tflfcO^ < <OlM4Uv^ C $ ttT 

33 ») , HDACPl»JO# < "C^,^^*Jfll/J^*^ffl* s GATA-l*0 & <S>£^ Lfc 
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[0010] 

&±<D3L7K, -f>tf>n (in vitro) ^HDAClMmfc^lMfr^O^fc 
[0011] 

C^tftStS^K, IL-2»^?-0|E^«I«I«i««:fflv^V^-^- 
7 . ; -t^ m^m^Zfti tZo Z<DV#-9-9&fr*&tjMMM^ (DNA const 
ruct) fettlk L/: T«fi^O»fti:«A Lt, **&*Kft6**£iin 

Ltz 0 

[0 0 12] 

li ^GATA-litfc^O ig¥ * »< «Hfl-t & ^ * * ^ t *ABJ U feo 
[0 0 13] 

■eci-e. 3fci§w#ii> ±.m<v2mmnMm*m^?zu#-*-T'y*'(&*®r 
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[0 0 14] 

TS«*W^*Blia^*»t*II^2lEWlWffitt*«l5gU — GATA-ll'* 0 -*- 
^ iXL ^WMIBA ^ WMKrft * * f S WWRfflWtt * W & GA 

[0 0 15] 

SfcK. n^2^#-*Hft^**trDNA»&«K GATA-1 V — 

[0 0 16] 

SfcK, #fMHI±, IL-2^¥?P®Jfetti:br(II^2 IC50)**WfeU GATA- 
l^WJffilltlt (GATA-1 IC50) «*r«9£U -eoM^^it^LT. (GATA-1 
IC50) / (IL-2 I(^)«^5Ja±*^tO*«Ri'*ii:^J:9»e>*Lfcfl:'6' 

-fe^T, iitiSfi^, WSm, AttlMMCWtfiA*. Hfl#ffitf-JE*fe 

[0 0 17] 

< 1 > JJITO (1) frb (3) ^<b^^m/h^^#ffl^^^^«JiiJ^J<7)M 
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2002-203901 ^ v : 

(2) mA-iis#-?-mm**mxvf^mmmm*&mwmt&ftz^ m 

(3) (l)X^fttzIL-2&Wmm%&t (2) T^i6^GATA-l^»J^14?rJt 

<2> <1> K&v^T, II^2^iqiMMttt LT (IL-2 IC50) 'fiS^riBfl^U. G 
m-limW-WUf&'&t tT (GATA-l IC50) lfi&$fl5EU W# fcfcJ: 

<3> <2> ^fB«0^felc*v^r. (GATA-l IC50) / (IL-2 IC50)^ S 5 \>X 

o 

( 4 > IL-2 \y * -itfc^ b IL-2aH5^tf>IE^1Wtil«# t V * -at 
-fig** MB* 3 *U GATA-l I- #-*-JHkW. ^ hGAT&r-iafi&T-OlE^Hfl* 
ijliiV*-^-*^^*^*^** (1> <3> ov^-ftt^jc 

( 5 > IL-2 1/ # - * h TL-2fctt<OUWmkM&®*>-'3n% 

+540«1*BB?!I&'£*, GATA-l V*-*-*^^ * b GATA-liUs^^ 
0Bi&j&_t«E<Z>-3769 ^fe -31330««Ky!I2Stl^^RI*&^ia«0-789 ^£ +30 
<0£#K?lJ£-g'tf <4> KtiMWj&o 

<6> n^2V^-^-«^ST«:SA-J-&ttifeffl#ffllfe**Phorbol 12-Myristate 1 
3-Acetate , Ionomycin #.tfAnti CD28 antibody tlJSt? tt/ct: hTlJSfi* 
Offlfl&flrC* *K GATA-llx^-^-al^*SA-r^^ffl«a^^ bE*#* 
£)JO«$^&& <1> <5> (O^-f tifrfc%eM<0~%&o 

{7} < 6 > mm<?> \l h TiBiaa^ojWJi&^^jurkataBfla-c* * < 6 > K%m 
i 8 > ( 6 > fern?) t h g^^^ij (Dmm^^hm^^ %> < 6 > * tz \* < 

<1 0> WOTD ACEf ^J-e*^ i - 5<0 <1> frh <9> £>V>-f*L 
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(n)^(7) (i) o) ^h^^M/bUw>^m<D^^Mmn\M<om 

(1) iL-2se©«3R*«r«ue*r*, 

( 2 ) GATA-1S 6 <D%MM. £ flfl5fe"t & , 

< 1 2 > J^TO (1) frh (4) ^^^tt^jfc/jN^^fpffl^^^^WJ 

(1) IL-21^- ^-3tf5T«r^-tfDNAmil%> 

(2) GATA-lV^-^-a^^trDNAWil^ 

(3) T«^iJO^ffl«. 

(4) E^jfflJi&^JOSWKfflifflJS 

< 1 3 > (10) 3B*W>;£i*K i D WR* ^Mt^I^^v^HD A 

Cffl«*Jo 

(14) (1)-(10) KfE«^&K£v>T, (GATA-1 IC50) / (IL-2 IC 

(15) (14) ^tem^^^iSV^T, (GATA-1 IC50) / (IL-2 IC50)ffi*« 
«I, MUM£*tt£. **»«t9*5T, IKC IRK*. 

< i 4 > iBm<^^PP$o^Jo 

(16) <2> KiBJRO^f&Kfcv^ (GATA-1 IC50) / (IL-2 IC50)» S 5 
[0 0 18] 
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^$12 0 0 2 -2 0 3 9 0 1 ^ ^-v : 11/ 

{i> IL-2 V * -atfe^ ^fAt fcflttl^jWIfe^tWfM^K ^ £ * 
-C^m^M«^^tt^IL-2^¥^^14^M^t. GATA-ll^^ 0 -^- 

TA-ltE¥«iftfliStt*«!lJ£ U M#oiE¥«HIHIiSte& JfclH- & i i: J: 0 . JfiL/h^ 
[0 0 19] 

±.tmW<V 9 -Mittl tit, Hs-2fcte=f-<OlG&M&ffi&£l'tf 

- 9 -Mitt t & AXW KSSife £ -£fcDNAlt#gW (DNA construct) £ W "7 o IL-2 
3&&frOll&1M*W&t LXit, 0Bx.WT, (GenBank Accession 

Number: X00695, Locus code: HSIL05) O^PS^ttiS ^ *<D±Mffi&*'£tr 

^i:riLt(i, |EM*&jSO±illtll^fi:11i-*j»2 7 5 «**tO«*3W^E"t 
*U£, t: M - 'J >/^^fi*«0«^"C^>^)Jurkat (JCRB0062, Japanese Col 
lection of Research Bioresources) K£v>-C. ^^^n^tfis^Oje^fflfllfll 
**^KWtcR|fcb3t , /n*-^-i:L-C«fi6i-*ifc* , ISl^$ttTV>S (D. B 
. Durandet al.. (1987) J. Exp. Med. 165, 395-407) o Ztl$X*<DmftfrZ> 
> £4>fRifc£«\ NF-AT, OCT-1 (Octamer-binding transcription factor-l), N 
F-kB, AP-1, CD28RC (CD28 responsive element binding complex), ZEB (TCF8 
, NIL-2-A zinc finger protein) *©»&0|&^ffrWE«LTV*;& d b& 

lL-2V-^ 0 -^-m^O^^fflv^^i:L-C(i, ZvXob&iWJgm 
X*i>frZt>%^tf, tztz-tf, K$SM<0 4 3 4tt**frflHW* (±l5GenB 

ankI2^J^i3V^-C, ±5?4<K9H*6^*+lfc Lfc*fr0378 +54 

[0 0 2 0] 
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[0021] 

^O^^ffllfP^iti: LTfi^ t: h GATA-litfS^ (GenBank Accession Number: AF 
196971) ©IE^-^ -^25.W<^±^ 3 . 5 k b it&KMtiXft&-f 
«HSI«* (DNase m«S$tt0«) ^W^Sr^trDNAWf^fflv^tL^o 

ft <b T> *5 it * ^^OGATA-litfST-^^^^JI^t^: * ft 

[0 0 2 2] 

*k HDACia«^J^J;^jfiL/jN^M^fflt^§8^^*5^^«> g#*fcfcfflttfc£»t 
[0 0 2 3] 

i E7u*-?-K3L2>m^mnw£, tmmte&wtc±mmo. 7kbft 

tC^i-3ia^I^$<b^_hm^#^i"^HSI^ (DNase Iftti&tefftt) <^M# 
**fi3?-C**o HSI^it<Z>5' fflfctt. 21@£>CACC site#q?&U ^*L^£>$75 
0m^*tg|tL-C. (&TA*teSMa (GATA binding site) tE-box^-^&J 1 0 

^m.^umm?mtt%ms&bfr%<%zzt*mbfrx^& (p. 

Vyas et al., (1999) Development 126, 2799-2811) 0 ttz> £ OGATA-E-box 
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CCACAGB2W, GCfc*tr«***q?ft-*-*o G C HWtMRtt<0*fcl±. 
|g^H^o E T S Ojft-fi^P'ia liZM*bfi2> G G A AEBIdsfiHte*** £ o C tt £ OSB^J 
5: "§Ttr GATA-1 HSI«i*<Z> -5 *» , 5' ffl^CACC site £4di$-£"C&. #jfiL& 
■^E^#^ ; &l&?a^?>tL^>^ > GATA-E-box mot i f ^ "C fcfm b^ 

# * *> ft v» fctx. If , H h GATA-lit^O I E 7°n ^ - * - K X & tfc^ffl 
( 789 ^fc+30:lG¥H§*&/a*+lfc**"&) 819**W**tr«*fc|E¥ 
WS&jS±*^HIS«*i: LT6370**J- ( 3769 ^fc-3133) **tr*«*AXW 

[0 0 2 4] 

GATA-E-box motif^OjftSftE^JI&ftK^-Ctt, If <0»iDNAliO 
[0 0 2 5] 

T)\'^<Djk/bffi.wj?ftmb<DnM*mu'tz>Mfci±, ifathE^mmx.-c. m 

[0 0 2 6] 

togSIC&n- K^*«3a3WSTHi*fcT*OlMnR*J* (3' -non coding regi 
on) ^ t>=ff£$; § *U ttfiSfs^Jifltil H**^i-A|E^iW«l««S:i-^"C^lc 
U & <D £ n d o Mitten B ^ ft * e * * a - Ki - * fliaaMs 
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;&*^S[*IBflfe4>»c#^L*v^. ^EJc^fiELT fcSafcKSU LTM5^Rrig^ & *>"C 

ent^^ss®^>*K{i> «tt«r«856i-*^i^fr, mtzKmuir2><&m* t %^ 

ly)ft^^y7x 9— tfatfig^. "fr^W**- (Renilla) fi^Vv7x7- 

feSfflfeSSK (GFP, Green Fluorescent Protein) SfrfS^, itSISHtfe^fe 
SfiK (EGFP, Enhanced Green Fluorescent Protein) ifrfe3\ p—rJH/? 
u (/? -Glucuronidase) ?n9A7xi3-^TWf?> 

X7x7-€ (CAT) atfsTv. -t^f 377-9" tf^UV^v 4f (horse radi 
sh peroxidase, HRP) ^hP^^M^* CI bimUXibho J: *)#f 2 L < li> 
* * v 7x7 --tfaWST-fc fli WUf J: v> 0 * ? ;vffi^o;v>' 7^7- 
•fe'it^^ov^-Cti, ^MO^v"?^--^^ (luc+) *m^2>Zt\z£ 

o 

[0 0 2 7] 

_L^O IL-2 V # - * - S^K^GATA-l V * - itfc^ 14. tt-Ttt * n - 

ys<2 & — t Lxit^ *Mmx*mi& nt&k&mm&A t mm-*-* - & & ^ £ *> 

)Vi/y (luc+) KLfcpGL3-Basic (Promega Corporat 
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ion) %t*m^iM2. ±m<Dmm%yo*&M^ftiMx~%%>o mmLtz 

[0 0 2 81 

IL-2W1?- * -stfS^GATA-l * -jtfc^&^tr DNA«|g% 
^ ^ >v£-^ V ^ h n V - v a >i£ (electroporat ion&, S^,#?L&) & 



[0 0 2 9] 

m%kmmmi ^ov^-m, z<Dm$.mm.t L-cjurkat« (jcrboo62, 

Japanese Collection of Research Bioresources) &ffiv>& £ T 

% ffi&mm&<DM&fc&fcj&<nwifamw: t ss < *bb§i- & 1 1 » «=> n-c v> & 0 ^ 

oT, ^t?g0^^^ffl^I1^2lx^--^-atf^ : l:ffl^TMt-^>^^# 

^A»jKo±#*#9it**ftifetLrv^**. znnrn*. mm±. 12-Myrista 

te 13-Acetate & ^©7 * JH/tf— ^fK'f ^ W *> V (Ionomycin) 
flirt* £ K «fc o Tft^S <> $<blCittHJnx.-C. ±IBH2->^;V\ 
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^12 0 0 2- 2 0 3 9 0 1 ^ ^-v I 16/ 

<DMWi£ t-C. Anti CD28 antibody^V^tt? & 0 t£oT. ^H^tCffiV^tL 
^>fSmb$tL^:^ffl^^^. -tf£tf>a±il«£, Phorbol 12-Myristate 13-Ac 
etate , Ionomycin £t>*Anti CD28 antibody XF\m^pmir2> d t \z X o T# 

[0 0 3 0] 

&} KK®: t fc*ffiJ!i&*fe * £ v> & ifi&5*** & o g$C3tm?'J *t 
fi\ fl#»wR5fe$*LJ&V^ 0Hx.WT. thfi*CDHEL« (JCEB0062, Japanese Co 
1 lect ion of Research Bioresources) V> & CI t # & 0 
[0 0 3 1] 

flWCfctU*. #KEg5t£*vf> tefl^rtSMfr^ i&#^fcS$Ht^> 

o 

[0 0 3 2] 

*) Ifrt L < f±> IL2 * Htfc^t fctiGATA-1 * - LT 
1 — 2 4^M. J:»?feptU<»±*?;3-12WfW^w N ^O^fcjfcfctfUife&K** 
UnLT> £<b&cl-2 4B#iS, J:>?0tL<W\ 8 - 1 2 R$roejK*&*i-*ttf& 

[0 0 3 3] 
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JgjSrSeR-e*S*^JCf±. iOjtfc^MJ^iStet^ IL-2«^f-*E¥fett^« 
[0 0 3 4] 

HflUcUT, ±IE*l&WO rGATA-HEWWiSftJ it> ±fBOGATA-l * 
[0 0 3 5] 

arkatM) hGATA-1 -i^*fAt^i^ffl» (^lJx.ifHEL«) 

MM t £ -£> BOIffilBlie £ *5 * IL-2i&¥»IJ?St£ GATA-1^¥WI^J^ 

? ^|ftJi^^m^^v^riI^2^f&^?:#^^£^5&WA-10|IStr^ L 

m*^^4i-^o -e^»^> ^l&^tf) TlL-2 IC50litJ te> <i&&nL 
Tv^v^^IL-2V^-^-9tfe : f-0|&^* : l: 1 0 0%tU ^IL-2VsK- 

* -at^^sEs**- 5 o %wnt&wfety&<vmitife&*7fi tt^ 19 > 
•tzt^mzn&o mUKLx^ tgata-i icso^j t±, 

<^nLTV^v^^GATA-lV^-^-stfsl : -0^* : Sr 100%tU 
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GATA-1 * -itfc?-<7)f£3PM:£ 5 0 % #P $!i *t" •!> ® O v^DflilJS: 5:^tt 

-1 IC50ii«rIL-2IC50^g-e|^L^ ( (GATA-1 IC50) / (IL-2 IC50)fl) 

Z<D(GkU-l IC50) / (IL-2 IC50)te«U *tL?ti<DfflmM*. — 

^^jfc/J^^fNfflcO^^Ki-^fc^B^^^o -tfcfr*^ C CO (GATA- 
1 IC50) / (IL-2 IC50)«ti, Miil ^tL^tL^^®*^#^^L^I^ 

liZ LX^&fz$r$j&$jW<D (GATA-1 IC50) / (IL-2 IC50)^{i. frti^tHOim 

X <DMfrffl&&& t&<ffimir2>Zt fflkfrtb hfiX^ho % L T\ (GATA-1 IC 
50) / (IL-2 IC50)» ? . ^x.l3T5JSJL±^k^t?i±, SR?? h'fc^fit^fV 
K ^ Tft^«»* *^«/WT»ffl* L /S^OiM***^** 3 0 

[0 0 3 6] 

* fc, #3&9!li. IL-2SEao5KS»*ill56U GATA-lsaof&SifciWJtU 
[0 0 3 7] 

±IBH^O riL-2MeoH^*J n^2W-*-»^&SALfcv*flrSB 

tt&mtiL7tmft&ffl%& (R I Aft) > EL I S Am (E. Engvall et al., (19 
80): Methods inEnzymol., 70, 419-439) „ ^7-^& 
hv^ ^*ft> ?n~- (Ouchterlony) f®, Hfe^ftJ&ftS 6 

mmmz33^xmmztix\<*2>m*<o-%& ( iw^v K-^ftfc^**^ 

^3B5B) *5fBfflf ^it^-ei, iS*#T?&*tff. ^^Jfe^r|gT?**o 
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ktiEL I SAWt iv^o 
[0 0 3 8] 

±132 ^bflc*»**t-& fcfcfc 0 $ tL^^m^® i: LTfi. H#fc>$0^ 
[0 0 3 9] 

pg&O^fek: ± *3 > ±fBS&9§0 ITGATA-lSao^SJ tnCGATA-lSfc^^ttF 
[0 0 4 0] 

- Mitt * Str D N A#H%> T ^JH^^J ©fsWfcffiifflll^ &»*M^J OSflfc 

Willi - -So 

[0 0 4 1] 

„ IL-2V-*°- * Hgfc^fcGATA-1 V#- * -itfc^^tLW&gALfcifl^ffl 
*fflj& ZWtkWg; t $ i*ifcffl;SfflJlt * »t & IL-2^¥^P$iJ^tt i: GATA-1He¥ 
»lj®1£<7)5il $ IL-2 * -atfc^fcGATA-ll'tf- * -aHS^Of&SSrffi 
SfcLT&fflU fflj&t&£fca*t?£*LtfJ:v\, JMfcWfcWu J^T<7) (1) 
(4) t:iottmci:^l^o 

(1) L-2 V#-*-a^*#trDNA#&«K 

(2) <ftTA-lV#-*-*^*^trDNA*ffe«K 

(3) T«^iJc7)^ffl«> J:0$f£L<«\ Jurkattt 

(4) umsmik&mvmkmmm, £*)&tL<i±, mmm. 

[0 0 4 2] 

±MSffl<D rDNAm^W fcHU ±«<DIL-2V^-^-a^f-*^«iGATA-l 
-st^^r-^-tf D N At\ * n ~~ > ^ - *Lfc i> (DX i> 
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[0 0 4 3] 

#f£9§t±> IL-2^¥PP$lJ©tt^LT(IL-2 ICSO^fi^SO^ U GATA-lfS 
^W«l»ttfcLT(GATA-l IC50) ffi*:«!5£U ^OW^&ifcfeLT, (GATA-1 IC 
50) / (IL-2 IC50)m&5&±**iri><VZm^t&ZtK£Vnbtitzfo&® 

[0 0 4 4] 

, GATA-lte¥»JS14t LT (GATA-1 IC50) 1iS£$iJ5tU f^ffif^JtttT, 
(GATA-1 IC50) / (IL-2 IC50) <firt s 5 JSLh * ar*" <*> * MUt 2>Zt\z£ 

^WK&^X ZtibZmm&t Itfflv^^lCii, **iifl:fcLTgShft 

. mm, ?l#j> mmm*?) tiv^ii^iso 

[0 0 4 5] 

**^«>«:#«u bs, (»w> , urn. m (M-ttzitnnmx) , ts 
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* £ t jWtB-e* & • 

[0 0 4 6] 

[0 0 4 7] 

H % 01 1 

£•5*0, 3. 2 mg/kg, is <t £n0mg/kg?>3i£ t U lf£5#0?> 5f >S:ft Lfco «** 
hJBK4%PFAl::T@5eU ^57r/M«:»i^IU HElfe 

[0 0 4 8] 

n m m 2 

HDACFl«|g ^S4U9yHWiW* GATA-1 mRNAc05e* 

1 •C-9->-/ 1 ; yyLtznmv&t) fci^TiM&lk RNeasy (RNAitflffi^ 
y Y) £<k*>v>TTotal RNA£*fttBU ititiItLt N Random Primerj£KT 
cDNA£#Jftbfco ^v^T^^cDNA^^Mi: LTABI Prism7700£fflV>-CReal-time 
PCR (SYBR&) KX t)GkTk-l<DcQMZmmmt, ZtoWtiLtoWite* 0 GATA-1 <OvR 
NAS&;eSLfco 
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£Gene Chip (Affymetrix) Zm^XffitirL, Glycoprotein lib (GPIIb) 
mmtLTMJRLfZo 

HI 3 [zZ<DG?Ilb*ftUW:mt LXM^LtzGkn-l(D^m.a^LfZo HDACPI 
mmt'ktyW&^mLMfZfr LTGATA-l<^i|fc^§0«*6 h tifco 

[0 0 4 9] 

mmm s 

IL-2 Reporter Gene Assayffi ^Reporter Gene PlasmidO^^ 

W-Mt&&*+ 1 t"t-^) faDNAWrM-*. t MfflW&ffi*^>JurkatamfeJ: 

l) fit ^Genomic DNA&TemplatelC LT> PCR&K £ DJMJLfco PCRJCfflv>fe 

^T^-^^-^GenBank^IB®$ttfcli hlL^f^IB^J (Locus code: HSIL0. 
5, Accession Number: X00695) ie^o*v>TlS:t|-$*^ -eo^lCli, Reporter G 
ene Assayffi^? ^-icjf At"*^*01WK#*S««Rft**#Jn$*t}to 

ifiplDNABrM-OPromoteriMflll^iiNhe Promoter TMH-Hind I 

imnmLiFfotiL**-* ziKWffirztitzo pcrkj: t tzWAMfr z?u- 

^>^^^-pCR4 (InvitogentttS) £#AU #£ft£Plasmid^£>#A^ 
om^lB^iJ & j$S L tz 0 ZvmZh, JifEOGenBankKfS® $ tt^IL-2^T^>Pro 
moterSE?!) t JtWt 3^ ffi <Dm.mW&, l*m<V2 & 1 * #T<*> 1 * 

*N @B^J#-^ 8 ^^i~ 0 LT# £ *L*:Plasmid£Nhe IEH$Bf£ 

&tfHind IIlBlft«fi:-ei»»fLT> 3fcfc#fc*Lfc»rfi-£. *^M'>7x7- 
•Ifst'fS^^'i'tpReporter Gene Assayffi^* * -pGL3 basic (PromegatfcUD <£>Nh 



ttliE#2 003-3063339 
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^-v 7 : 



23/ 



e I - Hind III£&l&K#AL*:o ^tUCj: ^ ML-2it^O^W^)£# 
(D-674 ~ +54<^||^728m^^iS^i-^73im*^ODNA@a^J^*^^>>Vv-7i 

7— KpGL3 IL2 Pro&#£ 0 

pGL3 IL2 Pro&TemplateKLT. t hIL-2«{5^3fc^&£;£#<7>-37 
8 ~ +540fgit£#^— t&DNA|lr>Tr£, PCR&K J: OHJtftLfco PCRKfflv^y 

Hll^<7)pGL3 IL2 Pro^Jf A$tLTV^DNA@S^J^7C^ISWh$tL/io ^'f -r-O 
Reporter Gene Assayffi^? 9 -\Z.^X^^tz.t><r>^ MBMMMMU 
fijWtni $ *t"C & \) % i^SDNA^f >t £ V* TPromoter JiMI KNhe ISfRHP'Kx Pr 
omoterTMIKHind IIIlHg|5t*ttl. * "9 K^tfS *LTV>£ 0 PCRK J: «9 
ipg t £DNA$f Jt * * n - ~ > ^ ? * — pCR4&"#A U # £ *t£Plasmid£ ffl T 
> -eo!f A^^^SS^J^^t/io uCfAftlt GenBankOLocus code: 
HSIL05^|5^$tL/cIL-20Promoterie^J<7)-378 ~ +54<7)^itt Jfc3£1"& 2 

1 ^0 2&^#A£K&£I&^T. Hfc^Kcb^o 434& 
g*f^<b & & ^O^i&^g^J 9 H^i~o ZL<D£dfc LT# tt/iPlas 

mid£Nhe mMft&tfUind Iimm^T^®fU> *#*>*LfcWW*. **;WV 
v 7 x 9 -^Reporter Gene Assayffi^ 9 -pGL3 basic<7>Nhe I - 
Hind IIIglM£^#AL£o CtUCj: *K HL-2mfcTI£¥ll&;&;£^-378 ~ 
+540432m^^^^i-^,434m^^PromoterIB^lJ £ * 9 ;WV v 7x9 
fc^^^i-*^^ KpGL3 IL2 Pro43£#£ (H4) o 
[0 0 5 0] 

mmm 4 

GATA-l Reporter Gene AssayfflOReporter Gene PlasmidO^fH 
Y. h(^TA-l«fc^jj£^g9&£)£#^-789 ~ +300^*^ 819^2t$r>i- £ , 
h Genomic DNA^Template^LT. PCR^lC J: ^MMLtZo PCRKti, Sn^J^SB 

- X GenBankOAccess i on#-tAF196971 fife £ ft tz t: b GATA-I^ST-Sd^J & 7C K 
fSitU ^'f^^^Sl-^ Reporter Gene AssayJB^ 9 -K^X't^ti 
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gltfi, PromoterTifcffilKHind IIlBIMUffi^Jft^jL* X 7 Lfz 0 PCRtC X *9 
jgfg LfcDNABrH"* * n > ^ -pCR4K}f A L/c #"b *t£Plasmid£ffl 
v>T> #A^Jtom^@2^iJ t tz GenBank<7)Accession#-^AF196971 

Hffim^tLfcGATA-lOPromoterSB^iJ fc^^-Sfc LX^fz 0 ^O^JfilfefE^JSrBB 
Otc^-To £Mw> #<b*LfcPlasmid&Nhe I^f&S&ft&tftttnd IIIfM 
•^-eTOt^o f£<b*Lfc»ftf-«\ * *;WVv7^ 7 -^t^fc^tf Reporter 
Gene Assayffl^? ? -pGL3 basic<7>Nhe I - Hind IIMMfcfcjf ALfco £*t£ 
J:D, GATA-iafST-OPromoterlM^-789 ~ +30O819tt»W-OE5!I**^>l'^'> 
7 i 9 — tr jfrlS^OJisfUC^-t & y 0 ^ * 5 KpGL3-IE Promoter (05) o 
[0 0 5 11 

2fcfc, \> >GATA-l»iKT-<E¥rai&jSC±«£-3769 ~ -3133©«#. 637m^M©f 
t h Genomic DNAfcTemplateKLT, PCRfcfcfc J: V) ^# t/c 0 PCRKi;t> gE 

^-t*- ^ XGenBankO Access ion#-f-AF196971 KIMftS ttfc h GATA-liWS^ 
E^lfcftoTtSftStL, -7-5{df&K(3\ Reporter Gene Assayffi^?*- 

Al* ZizttXDM WBmnWlffi&tfttto $ ttT . i*ffiDNA»rfi- OPromoter_h^ 
H!I tcKpn IBlft*Bfk PromoterTMK-Nhe IBIWWffi^lft* * "9 L£o 
PCRIC <t J) *gfg L ftDNABrfi- * n * -pCR4 H# A L-x #£> tt/zPlas 

mid£fflv>T, W \W$L<n^£W>n*Wm.Vtzb GenBankOAccession#-f-A 
F196971tlffim^tL/cGATA-lit^ : fO^PI^±^^Ji:^^--lS:tTV^/i 

$>*LfcPlasmidfcKpii I^flfeSBfi^tmie mfttfRft-CSJISf U f# titzDMmft * 
, pGL3-IE PromoterOKpn I Nhe Ig&ftlCjfA L£o -TtUCJ: *K GATA-litlS^ 
Ote^Hi&j&±ite-3769 ~ -31330«#*>637&S*^ £#-789 ~ +30O819& 
I^WJ^*^^y7x7--fe*lfSmi^tt^^7^5 FpGL3-HSI-I 

E Promoter (El 6) o 
[0 0 5 2] 

^ m m 5 
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25/ 



gMffl3-e&btl?z 1 /zgOpGL3 IL2 ?roi3t6jug<DjiW:<D^^^^-?lasraid 
£MlU xl/^Fn*>-> 3 >g (mffi300V. m#975/*F, 400 //L) Hi 0 
„ 1 x 107 cells^Jurkat«Sr#®Kmtfwo f^^f^ 2.5 mLtf>10 % FBS 
£^-$>RPMI 1640 (10 % FBS RPMI 1640) £;&n;i, SO^L/wellOtJ^-e, 96-well 
white plate^^L^o 37 V. 5 % C0 2 > l^iSfS&fn^mWJgF*^ 

m&<o4miikmm\:&m (hdacis«#j) £-^trio % fbs rpmi mo^m^25^L/ 

well-fojnx.. MHPhorbol 12-Myristate 13-Acetate (PMA, SIGMA) > Ionomy 
cin(SIGMAK Anti CD28 antibody (Pharmingen) £10 % FBS RPMI 1640-e^ 
L£$25 yuL/well-f^nx. (^Jg-?-tLW50 ng/mU l^g/mU 75 ng/mL) > J 
urkatm^OiicL*:,, 37 5 % C0 2 , mimm$kVrT~ei2\%mtgm'&, Brigh 
t-Glo™ Luc if erase Assay System (Promega Corporation)?)^ — a7;H:fV> 
. «rt<0;Vv-7i7--tffStt£, (1420 MULTILABEL 

COUNTER ARV0 SX, WALLAC) HiOM^L^o -€-tf>*£* % PMA, Ionomycin, Ant 
i CD28 antibodyHi^Jarkatm^^O^CHiS^LT. pGL3 IL2 Pro43^?>;V 
v7^^— \£-Z>mmzfr2> z ttft>fr<?fz (HI7) o HK. ^S$tt^,;v^-7^ 

^%DHJ;«9^4^^HWiJ$tt^^i:^^o/z (U 

ttW^^OltW^^tt^^-eti^v^ Cell Counting Kit-8 (l^t 
<b¥#?B#r) *fflv^T?S^L^ (118) o &±<omWzfrb, -jf-rvfiZh-hK IL 

-2^?p$ij#ffl ^^-r ^>hdacis#^jox ? y ^<®j§ mm* - £ ^fr^o 

[0 0 5 3] 

m m w 6 

GATA-l^^tUfpffl £W1-^HDACia#^lJ<b^D<0^ * V > >nk<r>M 

HMM2-e#^>tt/il5^gOpGL3-HSI-IE Promoter£ffiv*-£\ ho*°l/ 
-^ 3 V£ (mffil750V> m^lO//F, 365 M L) \z£*), 8.75 x 10& cells<Z>HEL 
jfflflS (JCRB0062> Japanese Collection of Research Bioresources) &f£@^3& 
b£ 0 ^S?^^ 2 mL?)10 % FBS RPMI 16401: iJPx.. 50//L/wellO#J^-t?. 96 
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-well white platefc5M£Lfco 37 5 % CX) 2 > t^lS^f^Tt? 3 ^m^3! 

»aUtO2«M©HIW;a«^ft'fr*D**trl0 % FBS RPMI 1640^**50 
^L/well-fojnix.^0 37 *C> 5 % C0 2 . ^SE^#T"e 8 R$NP&*& Bright 
-Glo™ Lucif erase Assay System (Promega Corporation) Ov^aT;^:^ 

<&jfi&*^ pGL3-HSI-IE Promoter^ ^GATA-10PromotertC>f(5c#L7^;Vv-7i 9 -^f 

Cell Counting Kit-8 (Re<b«fWf) fcfll^TIIBLfc (HI 
1 0) o JBLLOiKr**^ *7 7^^f» GATA-l^Wilf^ffl^^i-^HDACHI 

[0 0 5 4] 

21 ife 011 7 

W&WK. tU9V/A MA^iHDACM^J 9 -ffc-B* 110^2 K^tO 
teov>T„ ACI7 y h £Donor. Lewis"? v h ^Recipient i: L£0SB^<?>^rte'k 
^fit(Cuff^)-=eT*;V^*3V^-Cfp«L^o #ft^i±10% HCO-60 (Polyoxyl 60 H 
ydrogenated Castor Oil) /Water i: LT^PICT. 3&v>iil0% HCO-60/sa 
line£»«i:LTjgfcTKT, #*t^ B^fc 1 H 1 HI • 14B WJtBifc#L.;fco 'bfc 

[0 0 5 5] 

*ti?*i?&t!>tzWi'bm%}mme>mM&*, lE-tLewis^ ? h Kmm^m 

#®]fiL/>«Sc*W£U (n=4) O^iit^^^^CcontroD^Jt-r^^ 

^ (%) Zifcibtzo 
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^ i arm 2 tc, i i 9 k Lr*ie>3t#«HDAciflWJ© 9 y h 'brnm^r^K 



[0 0 5 6] 







3ose 




rfn /lvldcf$)Ei/yJ> 






(mg/kg) 


£#0ifc(l3) 




(%) 


Control 

m 


p. 0. 


/ 


b, b, b, o, o, o, o, o 


5 


0 






10 


5, 5, 5, 5, 6, 6, 10 


5 






s. c. 


32 


17, 17, 18, 19, 19, 21 


18.5 


75 






1 


5, 5, 5, 6, 6, 6, 9 


6 






p. 0. 


3.2 


7, 7, 11, 11,11,11,27 


11 


37 






3.2 


4, 4, 4, 5, 5, 5, 5, 5, 6 


5 






p. 0. 


10 


5, 5, 5, 5, 12, 15, 17, 2 
0 


8.5 


44 






3.2 


5, 5, 6, 6, 6, 6, 6 


6 






p. 0. 


10 


18, 19, 19, 19, 20, 21, 
24 


19 


40 



[0 0 5 7] 
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1^2] 







Dose 


9 !/ h«Cj4MiK:*5lta3!a* 


jfo./MRttel?' 






(mg/kg) 


£i#|3#(B) 




(%) 






0. 32 


5, 5, 5, 5, 5, 5, 5, 5, 9 


5 


/ 

/ 




p. o. 


1 


5,6, 7, 11, 17, 18,20 


11 


34 






0. 56 


5 5 6 9 


5. 5 






s. c. 


1.8 


5 9 9 9 


9 


23 






0. 32 


4, 5, 10, 10 


7. 5 






s. c. 


1 


21,21,23, 23 


22 


27 








5, 6, 6, 6 


6 






s. c. 


1 


12, 15, 16, 17, 20,21, 
22 


17 


8.5 






0. 56 


N.T. 








s. c. 


1.8 


18, 18, 19, 19 


18.5 


17 



[0 0 5 8] 

n *fe « 8 

IU2tf><eWWlw#f *IC50te (IL-2 IC50) fcUffflL^ (f£3) « #C&~> 
Sr^JP LTV»4v»f^OA'?/ 7 i 7— t* 0^**100% LfcJfr&oaSWB* 
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GATA-l^W$Ut'^"t-^>IC50^l (GATA-1 IC50) i:UffflU (^3) o M 
GATA-1 IC50&IL-2 IC50T^L/^H*, G/Ltt t LT^a6£ (^3) o %M 

nmw'cnbtitiG/mz'j'vv \> vtztzz (hid > &&%ftm&'&t>ti 

t&t>frotio JBLt®tt**»&, $7>y4r'f» Ltf»ojfii/Jvfc« 
4»f£ffi ^uli:< v^HDACIfiW^J £ * ^ V - — > ^i" & O Cl L tt&"C$> & £ 

[0 0 5 9] 



[«3] 



HDACPS.*#J 


Reporter Gene Assay IC50 
(nM) 


Ratio 




IL-2 


GATA-1 


GATA-l/IL-2 




342.9 


475.7 


1.39 




32.3 


117.3 


3. 63 




8.7 


32.6 


3.73 




27.5 


117.3 


4. 27 




30.7 


150.5 


4. 90 




23. 1 


128. 0 


5.53 




14.8 


91.0 


6. 16 


-fb-g^H 


6. 1 


37.8 


6.20 


-fb-a-^i 


19.6 


148.6 


7.58 



[0 0 6 0] 
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<110> Fujisawa Pharmaceutical Co., Ltd. 

<120> New methods for selecting an immunosuppressive agent 

having the reduced risk for causing thrombocytopenia as 
its side effect 

<130> FP05202-00 

<140> 
<141> 

<160> 11 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer-1 



<400> 1 



tcgctagcct gagtatttaa caatcgcacc ct 



32 



<210> 2 
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<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer- 2 
<400> 2 

cgaagcttgt ggcaggagtt gaggttactg 30 



<210> 3 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer-3 
<400> 3 

cgctagctgc tcttgtccac cacaatatgc 30 



<210> 4 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Description of Artificial Sequence: PCR primer-4 



<400> 4 



atagatctat ccctggctcc cacctcag 



28 



<210> 5 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer-5 
<400> 5 

ataagctttg gtggttgcgg agggttcg 28 

<210> 6 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: PCR primer-6 



<400> 



6 



atggtaccac cccagaagat gccaggag 



28 
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<210> 7 
<211> 28 
<212> DNA 

<213> Artificial Sequence ( 
<220> 

<223> Description of Artificial Sequence: PCR primer- 7 
<400> 7 

atgctagcgc cctctgagcc tcagtttc 28 

<210> 8 

<211> 731 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> misc_feature 
<222> (1)..(731) 

<223> Human interleukin-2 (IL-2) gene 5' -flanking 



region 



<220> 



<222> 



<221> 



TATA_signal 
(652).. (657) 



<220> 
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<221> misc_feature 
<222> (676) 

<223> The putative transcription initiation site of the 
IL-2 gene promoter 

<220> 

<221> misc_feature 
<222> (1) . . (731) 

<223> Corresponding to the sequence (689-1416) in the 
GenBank database (Acession: X00695), except for 
several variations. 

<220> 

<221> variation 
<222> (38) 

<223> 1 bp insertion 
<220> 

<221> variation 

<222> (196) 

<223> T to A exchange 

<220> 

<221> variation 

<222> (346) 

<223> T to G exchange 

<220> 

<221> variation 
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<222> (577) 

<223> T to A exchange 

<220> 

<221> variation 

<222> (688).. (689) 

<223> 2 bp insertion (CT) 

<400> 8 

ctgagtattt aacaatcgca ccctttaaaa aatgtacaat agacattaag agacttaaac 60 
agatatataa tcattttaaa ttaaaatagc gttaaacagt acctcaagct caataagcat 120 
tttaagtatt ctaatcttag tatttctcta gctgacatgt aagaagcaat ctatcttatt 180 
gtatgcaatt agctcattgt gtggataaaa aggtaaaacc attctgaaac aggaaaccaa 240 
tacacttcct gtttaatcaa caaatctaaa catttattct tttcatctgt ttactcttgc 300 
tcttgtccac cacaatatgc tattcacatg ttcagtgtag ttttaggaca aagaaaattt 360 
tctgagttac ttttgtatcc ccaccccctt aaagaaagga ggaaaaactg tttcatacag 420 
aaggcgttaa ttgcatgaat tagagctatc acctaagtgt gggctaatgt aacaaagagg 480 
gatttcacct acatccattc agtcagtctt tgggggttta aagaaattcc aaagagtcat 540 
cagaagagga aaaatgaagg taatgttttt tcagacaggt aaagtctttg aaaatatgtg 600 
taatatgtaa aacattttga cacccccata atatttttcc agaattaaca gtataaattg 660 
catctcttgt tcaagagttc cctatcactc tctttaatca ctactcacag taacctcaac 720 
tcctgccaca a 731 

<210> 9 

<211> 434 

<212> DNA 

<213> Homo sapiens 



2003-3063339 
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<220> 

<221> misc_feature 
<222> (1).. (434) 

<223> Human interleukin-2 (IL-2) gene 5' -flanking 
region 

<220> 

<221> TATA_signal 
<222> (355) . . (360) 

<220> 

<221> misc_feature 
<222> (379) 

<223> The putative transcription initiation site of the 
IL-2 gene promoter 

<220> 

<221> misc_feature 
<222> (1)..(434) 

<223> Corresponding to the sequence (+985 to +1416 ) in 
the GenBank database (Acession: X00695), except 
for several variations. 

<220> 

<221> variation 
<222> (49) 

<223> T to G exchange 
<220> 

tfJfE# 2003-3063339 
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<221> variation 
<222> (280) 
<223> T to A exchange 

<220> 

<221> variation 
<222> (391).. (392) 
<223> 2 bp insertion (CT) 

<400> 9 

tgctcttgtc caccacaata tgctattcac atgttcagtg tagttttagg acaaagaaaa 60 
ttttctgagt tacttttgta tccccacccc cttaaagaaa ggaggaaaaa ctgtttcata 120 
cagaaggcgt taattgcatg aattagagct atcacctaag tgtgggctaa tgtaacaaag 180 
agggatttca cctacatcca ttcagtcagt ctttgggggt ttaaagaaat tccaaagagt 240 
catcagaaga ggaaaaatga aggtaatgtt ttttcagaca ggtaaagtct ttgaaaatat 300 
gtgtaatatg taaaacattt tgacaccccc ataatatttt tccagaatta acagtataaa 360 
ttgcatctct tgttcaagag ttccctatca ctctctttaa tcactactca cagtaacctc 420 
aactcctgcc acaa 434 





<210> 10 
<211> 819 
<212> DNA 
<213> Homo sapiens 

<220> 

<221> misc_feature 
<222> (1)..(819) 

<223> Human GATA- 1 gene promoter region 
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<220> 

<221> misc_feature 
<222> (1) . . (819) 

<223> Corresponding to the sequence (5342-6160) reported 
by K. Blechschmidt et al. / GenBank (Accession: 
AF196971) 

<220> 

<221> misc_feature 
<222> (790) 

<223> The putative transcription initiation site of the 
GATA-1 gene IE promoter 



<400> 10 












atccctggct 


cccacctcag 


tttcccgcct 


ccaaggcagc 


atggcgggca 


agaagttgag 60 


gccactgtcc 


ctgggtgttc 


ctacccccac 


accctcaccc 


caagacagcc 


tgttactgcg 120 


gcgccaacag 


ccacggtcgc 


ctacatctga 


taagacttat 


ctgctgcccc 


agggcaggcc 180 


ggagctggcg 


taagccccag 


tggggcgcta 


agtgagtgtg 


cccctgcctc 


ccgccagcac 240 


tggcctggcc 


tgcaggctta 


gcctgggtca 


tcaaggtatc 


ccacaggctc 


tagttcaaat 300 


ccagcagaac 


ctctctgagc 


ctcactcttc 


tcacctgcaa 


aatgggtaca 


gccacatccc 360 


ttctctccct 


gcagccagga 


agacgcacat 


acacaggagt 


ctagcccaca 


ccggccccgc 420 


acaaattaag 


ggctttactc 


tctgaaaagc 


ccagtgaagt 


catgaaacca 


tatctgctat 480 


tttcatttat 


cttggtttca 


gcctattttg 


cttgtctgga 


cactacagtc 


cacgggagcc 540 


taggtcgagc 


gaggtccaag 


aatccccagg 


gtgggcaggg 


agggtggaag 


agggcctcca 600 


gtgcccaaga 


ggtgccccac 


aagcatggga 


cccgccccct 


cccctggact 


gccccaccca 660 


ctggggcacc 


agccactccc 


tggggaggag 


ggaggaggga 


gaagggaggg 


agggagggag 720 


ggaggaaggg 


agcctcaaag 


gccaaggcca 


gccaggacac 


cccctgggat 


cacactgagc 780 


ttgccacatc 


cccaaggcgg 


ccgaaccctc 


cgcaaccac 




819 
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<210> 11 

<211> 637 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> misc_feature 
<222> (1).. (637) 

<223> Human GATA- 1 gene enhancer region 
<220> 

<221> misc_feature 
<222> (1).. (637) 

<223> Corresponding to the sequence (2362-2998) 

reported by K. Blechschmidt et al. / GenBank 
(Accession: AF196971) 



<400> 11 

accccagaag atgccaggag ggagtgagcc 
attgaagaag agtctcaaac ttaggcctga 
ccccgccctc gtctccccca aagcctgatc 
cccagctgcc tccttgctgg ctgaactgtc 
acggggatgg gggagggaat ggggtgaggc 
ttgctggagg cagggctctg gggcgcccta 
ctctgtgctc tccagaaatg aagaaatggg 
ctcttagaca tgcctcgagc ctgccattcc 
cgctgcttct aataataata atgatgatga 



agtcagggaa ggcttccgag aagagaggac 60 
cggagaagac gcgcggccag gacaccccac 120 
tggccccact gattccctta tctgcccact 180 
gccgcagact tctgagcctg cgccccctcc 240 
ctggcctcac agcctcgggg tttccagctc 300 
ctcctcaccc ttggcttctc ttcctgagcg 360 
gtgagtccag cggccaaacc cttgtcttag 420 
ctgtgaggac agatttccct atgttgcgac 480 
taattcccat ttacagagca caccatttat 540 
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ggtgtgccag caggccctgt gctgagtggt tcctacccac gtggggggct aggactttac 600 
ccgttttcca gatgaagaaa ctgaggctca gagggcg 637 
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[mil 



[H2] 
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m 


10000 


m 




V 


8000 


i 

H 


6000 


IN 


4000 








2000 



0 1 — ' 1 — » — ' ' — « — I 1 — i — I 1 — i — I 1 i_J I » I I > I 

Control 1 nM 3nM 10 nM 30 nM 100 nM 300 nM 

[118] 



120% 

100% 

"o 80% 
c 

O 60% 
**- 

o 

£ 40% 
20% 
0% 



*S$!J8fc Control 



1 nM 



3 nM 



10 nM 



30 nM 



100 nM 300 nM 



BEST AVAILABLE 003-3063339 



[®9] 



=> 
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m 
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I 
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